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DETAILED ACTION 

1 . The amendment filed July 6, 2006 is acknowledged and has been entered. 

Election/Restrictions 

2. Applicant's election without traverse of Group II, claims 29-33 in the reply filed on 
July 6, 2006 is acknowledged. 

Priority 

3. The later-filed application must be an application for a patent for an invention 
which is also disclosed in the prior application (the parent or original nonprovisional 
application or provisional application). The disclosure of the invention in the parent 
application and in the later-filed application must be sufficient to comply with the 
requirements of the first paragraph of 35 U.S.C. 112. See Transco Products, Inc. v. 
Performance Contracting, Inc., 38 F.3d 551, 32 USPQ2d 1077 (Fed. Cir. 1994). 

The disclosure of the prior-filed applications, Application Nos. 10/419,059, 
09/835,298, 10/139,086, 60/288,871, 60/315,642, PCT/US02/26604, 60/313,775, 
60/334,964, and 60/346,485, fail to provide adequate support or enablement in the 
manner provided by the first paragraph of 35 U.S.C. 1 12 for one or more claims of this 
application. The prior-filed applications disclose natriuretic peptides and detection 
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methods thereof. However, the prior-filed applications fail to disclose the step of 
administering prolyl-specific DPP inhibitors in an amount sufficient to inhibit natriuretic 
peptide degradation. In fact, the terms DPP and dipeptidyl peptidase, and specific 
inhibitors thereof, are not mentioned in the prior-filed applications. 

Information Disclosure Statement 

The listing of references in the Search Report is not considered to be an 
information disclosure statement (IDS) complying with 37 CFR 1.98. 37 CFR 1.98(a)(2) 
requires a legible copy of: (1 ) each foreign patent; (2) each publication or that portion 
which caused it to be listed; (3) for each cited pending U.S. application, the application 
specification including claims, and any drawing of the application, or that portion of the 
application which caused it to be listed including any claims directed to that portion, 
unless the cited pending U.S. application is stored in the Image File Wrapper (IFW) 
system; and (4) all other information, or that portion which caused it to be listed. In 
addition, each IDS must include a list of all patents, publications, applications, or other 
information submitted for consideration by the Office (see 37 CFR 1 .98(a)(1 ) and (b)), 
and MPEP § 609.04(a), subsection I. states, "the list ... must be submitted on a 
separate paper." Therefore, the references cited in the Search Report have not been 
considered. Applicant is advised that the date of submission of any item of information 
or any missing element(s) will be the date of submission for purposes of determining 
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compliance with the requirements based on the time of filing the IDS, including all 
"statement" requirements of 37 CFR 1 .97(e). See MPEP § 609.05(a). 

For example, Applicants filed a "Notice of References Cited" form PTO-892 on 
January 24, 2005. The document also fails to include the proper Application number as 
required under 37 CFR 1 .98. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.S. C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 29-33 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The instant claims include the limitation "[Administering one or more inhibitors of 
prolyl-specific DPP in an amount sufficient io inhibit degradation of the natriuretic 
peptide." See claim 29, lines 3-4 and claim 32, lines 2-3. None of the instant claims 
provides an amount of inhibitor that would lend one of ordinary skill in the art to 
recognize as "sufficient" in preventing degradation of natriuretic peptide. In consulting 
the specification, it is determined that sections 0073-0074, 0126-0128, and 0135-0136 
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are relevant to the claims. However, none of these sections provides an adequate 
description of prolyl-specific DPP inhibitors that meets the claim limitation. For 
example, section 0074 (pages 23-24) defines the term "inhibitor" as a molecule that 
reduces an enzymatic activity by a range from at least 10% to at least 90% of the 
enzymatic activity exhibited in the absence of the inhibitor. However, this section does 
not disclose a specific amount of inhibitor, or even identify a specific inhibitor, that is 
deemed "sufficient" to inhibit natriuretic peptide degradation. 

In section 0127, specific DPP inhibitors are disclosed with reference to numerous 
publications. However, the specification does not link a specific amount with the said 
inhibitors that would be "sufficient" to inhibit natriuretic peptide degradation. Even the 
combination of both sections 0074 and 0127 fails to provide adequate support for an 
amount of each DPP inhibitor disclosed since the percentages in section 0074 are given 
in relative terms and not specific amounts. 

In section 0136, actual amounts of 0.001 mg/kg per day to 1000 mg/kg per day 
are disclosed as being "effective amounts". However, these amounts are not directed 
towards specific DPP inhibitors and are presented in general terms. The section even 
states that "The effective amount will vary with the particular condition being treated, 
the age and physical condition of the subject being treated, the severity of the condition;, 
the duration of the treatment, the nature of the concurrent therapy (if any), the specific 
route of administration and like factors within the knowledge and expertise of the health 
practitioner." However, specific amounts of a named inhibitor subject to specific 
conditions are not disclosed anywhere in the specification. The examples provided on 
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pages 43-61 do not teach the administering of any amount of DPP inhibitor. Even the 
combination of sections 0074 (i.e. percentage decrease indicating effective inhibition) : 
and 0127 (i.e. specific DPP inhibitors) with section 0136 (i.e. actual amounts) fails to 
provide one of ordinary skill with the knowledge to the claimed limitation. With so many 
factors disclosed as influencing the "effective" amount of dosage, including crucial 
factors such as the particular condition being treated, a lack of information linking a 
named inhibitor to a quantified amount prevents one of ordinary skill in the art from 
determining which one of the disclosed dosages in section 0136 to subscribe to which 
one of the disclosed DPP inhibitors in section 01 27. 

One of ordinary skill in the art would therefore not recognize that Applicants had 
possession of the claimed invention due to a lack of written description supporting the 
above-identified limitation of the instant claims. 

Claim Rejections - 35 USC § 102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public ; 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

7. Claims 29-30 and 32 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Meester et al (Biochemical Pharmacology, 1 997). 
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Meester et al teach the step of administering an intravenous injection of 
Prodipine, an inhibitor of DPP IV (i.e. administering one inhibitor of prolyl-specific DPP). 
See page 173, abstract; page 174, left column, last paragraph; and page 174, entire 
right column. In addition, Meester et al teach that the injection of Prodipine produced a 
prolonged inhibition of plasma DPP IV activity (i.e. sufficient to inhibit degradation of the 
natriuretic peptide). See page 176, right column and Figures 2-4. 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

9. Claims 29, 31, and 32 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Bergmann et al (US 6,756,483). 

Bergmann et al teach the step of therapeutically blocking dipeptidyl- 
aminopeptidase IV (DPP IV) by blocking it with suitable binders, antibodies, or similar 
receptor molecules. See column 3, lines 35-42. Although Bergmann et al do not 
explicitly teach the claimed administering step or sufficient amount, since the reference 
teaches the blocking step in a therapeutic situation, it is necessarily required that the 
binders, antibodies, or receptor molecules be administered in vivo in an effective 
amount. 
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Claim Rejections - 35 USC § 103 

10. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

1 1 . The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

12. This application currently names joint inventors. In considering patentability of ■ 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of ; 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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13. Claim 33 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bergmann et al (US 6,756,483) in view of Waeber et al (US 4,839,343). 

Bergmann et al reference has been disclosed above, and additionally teaches 
that the inhibitors are administered to patients suffering from sepsis or sepsis-like 
inflammation. See column 3, lines 24-42 and 57-60. However, Bergmann et al fail to 
teach the step of administering one or more additional molecules selected from the 
group consisting of inhibitors of neutral endopeptidase and natriuretic peptides. 

Waeber et al teach the step of administering hexatriacontapeptides, known 
inducers of natriuresis, but administered in doses too low to cause natriuresis, in order 
to prevent life-threatening hypotension due to septic shock. See column 2, lines 3-6 
and 31-45; and column 3, lines 23-31. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to modify the method of Bergmann et al to include the step of administering 
hexatriacontapeptides, as taught by Bergmann et al, in order to prevent life-threatening 
hypotension due to septic shock. Since Bergmann et al teach that the DPP IV inhibitors 
are provided to patients having sepsis, the step of administering hexatriacontapeptides ; 
would prevent potentially fatal complications while the inhibitors block an underlying 
cause of sepsis. Motivation is therefore provided in combining Bergmann et al and 
Waeber et al references. In addition, one of ordinary skill in the art at the time of the 
invention would have had a reasonable expectation of success in combining the 
references since both Bergmann et al and Waeber et al teach therapeutic steps to treat 
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the same disease, and Waeber et al teach that additional treatment molecules can be 
administered concurrently with the hexatricontapeptides. See column 3, lines 40-41 . 

Conclusion 

14. No claims are allowed. 

15. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Leon Y. Lum whose telephone number is (571) 272- 
2878. The examiner can normally be reached on weekdays from 8:00am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le can be reached on (571 ) 272-0823. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Leon Y. Lum 
Patent Examiner 
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